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This invention relates to methods of increasing the aqueous solubility of an 
antifungal azole using hydroxybutenyl cyclodextrins. This invention also 
relates to method of increasing the bioavailability of an antifungal azole 
compds. administered to subjects. Iraconazole-hydroxybutenyl-y- 
cyclodextrin complex was prepared and its bioavailability was studied in 
rats. The bioavailability of the complex was 52% as compared with 32% for 
oral solns. 
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TI In vivo pharmacological characterisation of bilastine, a potent and 

selective histamine HI receptor antagonist 
AU Corcostegui, Reyes; Labeaga, Luis; Innerarity, Ana; Berisa, Agustin; 

Or j ales, Aurelio 
CS Department of Research, FAES FARMA, S.A. , Leioa, Spain 
SO Drugs in R&D (2006), 7(4), 219-231 

CODEN: DRDDFD; ISSN: 1174-5886 
PB Adis International Ltd. 
DT Journal 
LA English 

AB Objective: We set out to establish the in vivo histamine HI receptor 

antagonistic (antihistaminic) and antiallergic properties of bilastine. 
Methods: In vivo antihistaminic activity expts . consisted of measurement 
of inhibition of increase in capillary permeability and reduction in 
microvascular extravasation and bronchospasm in rats and guinea pigs 
induced by histamine and other inflammatory mediators; and protection 
against lethality induced by histamine and other inflammatory mediators in 
rats. In vivo antiallergic activity expts. consisted of measurement of 
passive and active cutaneous anaphylactic reactions as well as type III 
and type IV allergic reactions in sensitized rodents. Results: In the in 
vivo antihistaminic activity expts., bilastine was shown to have a pos. 
effect, similar to that of cetirizine and more potent than that of 
fexofenadine. The results of the in vivo antiallergic activity expts. 
showed that the properties of bilastine in this setting are similar to 
those observed for cetirizine and superior to fexofenadine in the model of 
passive cutaneous anaphylactic reaction. When active cutaneous 
anaphylactic reaction expts. were conducted, bilastine showed significant 
activity, less potent than that observed with cetirizine but superior to that 
of fexofenadine. Evaluation of the type III allergic reaction showed that 
of the antihistamines only bilastine was able to inhibit edema in 
sensitized mice, although its effect in this respect was much less potent 
than that observed with dexamethasone . In terms of the type IV allergic 
reaction, neither bilastine, cetirizine nor fexofenadine significantly 
modified the effect caused by oxazolone. Conclusions: The results of our 
in vivo preclin. studies corroborate those obtained from previously 
conducted in vitro expts. of bilastine, and provide evidence that 
bilastine possesses antihistaminic as well as antiallergic properties, 
with similar potency to cetirizine and superior potency to fexofenadine. 
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activity 
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AB Objective: This study aimed to establish the receptor selectivity and 
antihistaminic activity of bilastine, a new selective antihistamine 
receptor antagonist. Design and methods: In vitro expts. were conducted 
using a receptor binding screening panel and guinea-pig and rat tissues. 
Antihistaminic activity was determined using HI receptor binding studies and in 
vitro HI antagonism studies conducted in guinea-pig tissues and human cell 
lines. Receptor selectivity was established using a receptor binding 
screening panel and a receptor antagonism screening conducted in 
guinea-pig, rat and rabbit tissues. Inhibition of inflammatory mediators 
was determined through the Schultz-Dale reaction in sensitized guinea-pig 
ileum. Results: Bilastine binds to histamine Hl-receptors as indicated by 
its displacement of [3H] -pyrilamine from Hl-receptors expressed in 
guinea-pig cerebellum and human embryonic kidney (HEK) cell lines. The 
studies conducted on guinea-pig smooth muscle demonstrated the capability 
of bilastine to antagonize Hl-receptors. Bilastine is selective for 
histamine Hl-receptors as shown in receptor-binding screening conducted to 
determine the binding capacity of bilastine to 30 different receptors. The 
specificity of its Hl-receptor antagonistic activity was also demonstrated 
in a series of in vitro expts. conducted on guinea-pig and rat tissues. 
The results of these studies confirmed the lack of significant antagonism 
against serotonin, bradykinin, leukotriene D4, calcium, muscarinic 
M3-receptors, al-adrenoceptors, p2-adrenoceptors, and H2- and 
H3-receptors . The results of the in vitro Schultz-Dale reaction 
demonstrated that bilastine also has anti-inflammatory activity. 
Conclusions: These preclin. studies provide evidence that bilastine has 
Hl-antihistamine activity, with high specificity for Hl-receptors, and 
poor or no affinity for other receptors. Bilastine has also been shown to 
have anti-inflammatory properties . 
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AB The invention is directed to the preparation of a new polymorph of 

4- [2- [4- [ 1- (2-ethoxyethyl) -lH-benzimidazole-2-il] -1-piperidinyl] ethyl] - 

a,a-dimethylben2eneacetic (bilastine) I, its pharmaceutical 

formulations and its use for treatment of allergic reactions and pathol. 

processes mediated by histamine in mammals such as humans. Specifically, 

the polymorph of I, melting at 200. 3*^ (II), was prepared, in high 

yield, by recrystn. of bilastine (prepared according to US Patent 5,877,187) 

or its unstable polymorphs from short chain ales. (i-PrOH and BuOH) , 

acetone or their mixts. and was characterized by X-ray crystallog. and IR 

(in KBr) . II and its pharmaceutical compns . are stable at room temperature and 

are useful as antihistaminic and antiallergic agents (no data) . 
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AU Berrueta, L. A.; Fernandez-Armentia, M. ; Bakkali, A.; Gonzalo, A.; Lucero, 

M. L.;" Orjales, A. 

CS Faculty of Sciences, Analytical Chemistry Department, University of the 



so 



PB 
DT 
LA 
AB 



Basque Country, Bilbao, 48080, Spain 

Journal of Chromatography, B: Biomedical Sciences and Applications (2001), 
760(1), 185-190 

CODEN: JCBBEP; ISSN: 0378-4347 
Elsevier Science B.V, 
Journal 
English 

A matrix solid-phase dispersion (MSPD) procedure for the isolation and ^ 
HPLC determination of a new antiallergic agent, bilastine, in rat feces is 
presented. The effect on recovery of empirical variables such as nature, 
pH and volume of the washing and elution liqs. and nature of the adsorbent 
has been tested. The best recoveries were attained using an 
octadecylsilyl sorbent, 10 mL of a 0.1 M NaHC03-Na2C03 aqueous buffer of pH 
10.0 as washing solvent and 10 mL of methanol as elution solvent. The 
exts. were evaporated to dryness and reconstituted in mobile phase before 
their injection into a HPLC system, equipped with a Discovery RP-amide C16 
column and a fluorescence detector. The method allows one to reach 
recoveries of 95.0% within the concentration range 0.05-10 Mg/g, with 
within-day repeatabilities of less than 5% and between-day repeatabilities 
of less than 9% within this range. This method has been successfully 
applied to the excretion studies of bilastine in the rat. 
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NCH2CH2 




CMe2R2 



CH2CH2ORI 



AB New benzimidazole derivs . I [Rl = H or a short chain hydrocarbon group 

such as Me, Et, iso-Pr, cyclopropyl, vinyl, etc.; R2 = CH20h/ C02H, C02R3, 
4, 4-dimethyl-2-oxazolinyl; R3 = short chain alkyl, such as Me, Et] , which 
have high HI antihistaminic and antiallergic activity and are devoid of 
effects on the central nervous and cardiovascular systems, were prepared 
Thus, 2- (4- (1- (4, 4-dimethyl-2-oxazolin-2-yl) -1-methylethyl) phenyl) ethyl 
p-toluenesulfonate was treated with 2- ( 4-piperidinyl ) -IH-benzimidazole to 
give I [Rl ^ Et, R2 = 4, 4-dimethyl-2-oxazolin-2-yl] which was hydrolyzed 
to I [Rl = Et, R2 = C02H] . 

IT 202189-78-4P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of antihistaminic and antiallergic 
benzimidazolylpiperidinylethylphenylacetic acid derivs . ) 

RN 202189-78-4 CAPLUS 

CN Benzeneacetic acid, 4- [2- [4- [1- (2-ethoxyethyl ) -lH-benzimidazol-2-yl] -1- 
piperidinyl]ethyl]-a,a-dimethyl- (CA INDEX NAME) 
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